Autosomal dominant optic atrophy (DOA) is one of the most common genetic causes of vision loss. Clinically, it is characterized by progressive vision loss, color vision anomalies, and temporal pallor of the optic disc. Two loci have been previously mapped to be associated with DOA. OPA1 is located on chromosome 3q28. Another locus for DOA was mapped to chromosome 18. However, this gene is not yet identified.
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We previously reported two large families, Family A and Family B with DOA. 1 In Family A, 17 individuals have diminished vision acuity ranging from 20/25 to 20/800. Vision loss among affected males was much more severe than in females, suggesting sex-influenced phenotypes. Genotyping with microsatellite markers flanking OPA1 result in a maximum LOD score of 4.68 at ϭ 0.0. However, the mutations were not found in OPA1 by single-strand conformation polymorphism. Figure 1 .
Here, we performed direct sequencing of OPA1 in Family A. We identified a mutation IVS9 ϩ 2AϾG. This mutation was previously reported in one sporadic case. The mutation causes in-frame skipping of exon 9 and loss of 20 amino acids, 2 which is part of the GTPS domain of OPA1.
IVS9 ϩ 2AϾG mutation can cause sex-influenced optic atrophy. Future studies will expand our understanding of phenotype-genotype correlations and sex-influenced phenotype observed. 
